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I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments (Rules 70.16 and 70.17).): 
Description, pages: 

1 -25 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55,2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



Claims, No.: 



1-11 



as originally filed 
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(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



111. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an Inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
H claims Nos. 6. 



because: 



S the said international application, or the said claims Nos. 6 relate to the following subject matter which does 
not require an international preliminary examination {specify): 
see separate sheet 



□ the description, claims or drawings {indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed {specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination report cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Yes: Claims 1-5,7-11 

No: Claims 

Yes: Claims 

No: Claims 1-5,7-11 

Yes: Claims 1-5,7-11 
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No: 



Claims 



2. Citations and explanations 
see separate sheet 

VIL Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Section I 

Sequence listing pages 1 - 3 have also been taken into account for the purposes 
of this Report. 

Section III 

Claim 6 is directed to a computer-readable medium having at least one nucleic 
acid sequence of claim 5 stored thereon. This is, however, nothing more than a 
representation of information, i.e. a record of the polymorphisms listed in claim 5 
in the form of e.g. a diskette, a hard drive or magnetic computer tape on which 
one or more polynucleotide sequences is stored. It should be noted that the 
computer-readable medium itself does not comprise new technical features. Claim 
6 will thus not be the subject of international preliminary examination (Rule 67.1 (v) 
PCX and the Guidelines Ch. IV-2.4(e)). 

Section V 

1. D1 (Molec Immunol 32 (1996) 1453; page 1453, lines 8 - 10, 45 - 49; Figure 1) 
discloses a single nucleotide polymorphism (SNP) in the human a4 integrin 
subunit coding sequence, at position 3061 in Figure 1 of D1, and several 
differences in the 5'-3' untranslated regions. It would appear from the disclosure of 
D1 that the coding SNP relates to variants found in the normal population that do 
not result in any functional abnormality of the gene product. 

2. The subject-matter of claim 1 of the present application, insofar as it relates to 
SNPs in the human a4 integrin subunit coding sequence, differs from the 
disclosure of D1 in that the SNPs are in different positions within the coding 
sequence. 

As there is no evidence in the application as filed that the coding sequence SNPs 
of claim 1 are associated in any way with a functional abnormality in the gene, the 
problem to be solved can only be formulated as the provision of means for 
determining the a4 integrin subunit "status" of a subject (see wording of claim 1). 
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This problem is solved by the provision of a method for determining SNPs at 
specific locations within the coding sequence of the a4 integrin subunit gene. 

However, D1 clearly discloses that the human a4 integrin subunit gene contains at 
least one SNP. It would thus be obvious for the skilled person to determine 
whether other SNPs existed, when seeking to solve the problem posed. He would 
be able to achieve this goal by employing one of the many techniques known in 
the art for this purpose, such as ARMS (see e.g. D2 NucI Acids Res 17 (1989) 
2503). 

Similar arguments apply to the remaining subject-matter of claim 1 directed to 
SNPs in the promoter region, additionally given that D3 (J Biol Chem 269 (1994) 
15652; page 15652, column 2, paragraph 5 - page 15653, column 1, paragraph 5; 
page 15657, column 2, paragraph 2 - page 15658, column 1, paragraph 1, Figure 
7) discloses that point mutations in the promoter region are associated with loss of 
transcription of the human a4 integrin subunit gene. This would thus represent an 
even greater incentive for the skilled person to investigate the existence of further 
SNPs in the promoter region of the gene. 

Claim 1 thus lacks an inventive step and does not meet the requirements of Article 
33(3) PCT.' 

3. Dependent claims 2 - 4 do not contain any features which, in combination with the 
features of any claim to which they refer, meet the requirements of the PCT in 
respect of inventive step, given the disclosures of D1 - D3. 

These claims also do not meet the requirements of Article 33(3) PCT. 

4. Claims 5, 7 and 8 are dependent on the existence of the further SNPs referred to 
in claim 1 and thus lack an inventive step over the disclosures of D1 and D3 for 
similar reasons to those given in point 2 (Article 33(3) PCT), 

5. The allelic variant of the human a4 integrin subunit of claim 9 presumably arises 
as a result of one of the SNPs referred to in claim 1 , although this is not 
specifically indicated in the application as filed. Nevertheless, as this variant does 
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not appear to be associated with any particular functional abnormality of the 
subunit, there can be nothing inventive associated with such variants, given that 
the identification of the SNP which gives rise to the variant is considered to lack 
an inventive step for the reasons set out in point 2 above. 

Claim 9 thus does not meet the requirements of Article 33(3) PCX. 

6. The association of the SNPs listed in claim 10 with an a4 integrin subunit ligand 
mediated disease in humans has neither been disclosed nor demonstrated in the 
application as filed (see Section VIII below). 

Nevertheless, even if such an association had been demonstrated, use of an a4 
integrin subunit ligand antagonist drug in the treatment of an a4 integrin subunit 
ligand mediated disease associated with the non-inventive SNPs of claim 10 
would also lack an inventive step, given that such drugs are known in the art (see 
e.g. D4 Curr Opin Chem Biol 2 (1998) 453; abstract; page 453, column 2, line 1 - 
page 456, column 1, line 49) and D5 (Nature 356 (1992) 63). 

Similar arguments apply to the subject-matter of claim 1 1 , which is directed to the 
use of the non-inventive SNP-containing sequences of claim 5 to determine 
whether a compound is e.g. an a4 integrin subunit ligand antagonist. 

Claims 10 and 1 1 therefore do not meet the requirements of Article 33(3) PCT. 

7. For the assessment of the present claim 1 0 on the question whether it is 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, 
for example, does not recognize as industrially applicable the subject-matter of 
claims to the use of a compound in medical treatment, but may allow, however, 
claims to a known compound for first use in medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 

Section VII 

Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
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disclosed in the documents D1 , D2 and D5 is not mentioned in the description, nor 
are these documents identified therein. 

Section VIII 

1 . There is a discrepancy between the EMBL ACCESSION NOs given on page 3, 
lines 14/15 and those used in the claims (Article 6 PCT and the PCT Guidelines 
Ch. III-4.3). 

2. Claims 1 - 4 lack clarity (Article 6 PCT) as they refer to a method for diagnosis, 
although no disease is diagnosed simply by performing the methods of these 
claims. 

3. Claims 7 , 8 and 10 lack clarity (Article 6 PCT), as the word "positions" appears 
twice consecutively at several points (e.g. lines 2 and 3 of claim 7). 

4. Claims 10 and 1 1 are not sufficiently disclosed as required by Article 5 PCT, as 
there is no indication or evidence in the application as filed with respect to whether 
any of the indicated SNPs are actually associated with any disease nor how the 
skilled person should attempt to identify any such disease. 
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international application be processed 
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For recemng Office use only 



International Application No. 



International Filing Date 



Name of receiving Office and "PCT International Application" 



Applicant* s or agent* s file reference 

(if desired) (12 characters maximum) PHM 70390/WO 



Box No. I TITLE OF INVENTION 
CHEMICAL COMPOUNDS 


Box No. II APPLICANT 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The countrv of the address indicated in ihiv 
Box w the applicant's State (that w, country) of residence if no State of residence vt indicated below,) 

ZENECA Limited 
1 5 Stanhope Gate 
LONDON 
GB-W1Y6LN 
GB 


1 1 This person is also inventor. 


Telephone No. 

(01625) 516173 


Facsimile No. 

(01625) 583358 


Teleprinter No. 

669095/669388 


State (that is, countrx) of nationality: 

GB 


State (that w, country) of resic^i^e: 


This person is applicant | | all designated r^n all desigaated States except 1 | the United States | 1 the States indicated in 

for the purposes of: 1 1 States |/» 1 the United States of Amenca \ j of America only | | the Supplemental Box 


Box No. Ill FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in thvt 
Box Is the applicants State (that is, country) of residence if no State of residence iv indicated below.) 

MORTEN, John Edward Norris 

Alderley Park 

Macclefield 

Cheshire GB-SK10 4TG 
GB 


This person is: 

1 1 applicant only 

1 X| applicant and inventor 

I 1 inventor only (If this check-box 
w marked, do not fill in below.) 


State (that L^,country) of nationality: 

GB 


State (that is, countrv) of residence: 

GB 


This person is appUcant | | all designated | | all designated States except the United States | | the States indicated in 
for the purposes of: 1 i States I 1 the United States of America ^ of America only I I the Supplemental Box 


1 1 Further applicants and/or (further) inventors are indicated on a continuation sheet. 


Box No. IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE 


The person identified below is hereby /has been appointed to act on behalf \y 1 1 ^ 

oftheappUcant(s)beforcthecompetentInternatio[ial Authoritiesas: ^ ^^^^^^ |_| common represenUUve 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country.) 

GILES. Allen Frank 

Global Intellectual Property 

ASTRAZENECA PLC 

Mereside, Alderley Park 

Macclesfield, Cheshire, GB-SK10 4TG, GB 


Telephone No. 

(01625) 516573 


Facsimile No. 

(01625) 583358 


Teleprinter No. 

669095/669388 


[ 1 Adress for correspondence: Mark this check-box where no agent or common representative is/has been appointed and the 
1 1 space above is used instead to indicate a special address to which correspondence should be sent. 
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Precautionary Designation Statement: In addition to the designations made above, the applicant also makes under Rule 4.9(b) all other 
designations which would be permitted under the PCT except any designation(s) indicated in the Supplemental pox as being excluded 
from the scope of this statement. The applicant declares that those additional designations are subject to confirmation and that any 
designation which is not confmned before the expiration of 15 months from the priority date is to be regarded as withdrawn by the applicant 
at the expiration of that time limit (ConTirmation of a designation consists of the Piling of a notice specifying that designation and the payment of 
the designation and conhrmation fees. Conhrmaiion must reach the receiving Office within the 15-month time limit) 
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Date of mailing (day/month/year) 

28 September 2000 (28.09.00) 

Applicant's or agent's file reference 
PHM 70390/WO 



International application No. 
PCT/GB99/03071 



GILES, Allen, Frank 
AstraZeneca 

Global Intellectual Property 
P.O. Box 272 
Mereside, Alderley Park 
Macclesfield, Cheshire SK10 4GR 
ROYAUME-UNI 



IMPORTANT NOTIFICATION 



International filing date (day/month/year) 

15 September 1999 (15.09.99) 



1. The following indications appeared on record concerning: 

I I the inventor | | the agent 



X the applicant 



common representative 



Name and Address 

ASTRAZENECA UK LIMITED 
15 Stanhope Gate 
London W1Y6LN 
United Kingdom 



State of Nationality 
GB 



State of Residence 
GB 



Telephone No. 



Facsimile No. 



Teleprinter No. 



2. The International Bureau hereby notifies the applicant that the following change has been recorded conc erning: 

the residence 



the person 



the name 



X 



the address 



X 



the nationality 



X 



Name and Address 

ASTRAZENECA AB cvlt-^ 
S-151 85 Sodertalje 
Sweden 



State of Nationality 
SE 



Telephone No. 



Facsimile No. 



Teleprinter No. 



State of Residence 
SE 



3. Further observations, if necessary: 



4. A copy of this notification has been sent to: 
I X| the receiving Office 
I I the International Searching Authority 



I I the designated Offices concerned 
I X I the elected Offices concerned 
[ I other: 





Authorized officer ^ 


The International Bureau of WlPO 




34, chemin des Colombettes 


Athina Nickitas-Etienne JVAj 


1211 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 / 


Form PCT/lB/306 (March 1994) 


003553620 
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T COOPERATION TREAT! 



, v^f - PCT/GB99/0307 



From the INTERNATIONAL BUREAU 



PCT 



NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCX Rule 92bis.1 and 
Administrative Instructions, Section 422) 



Date of mailing (day/mo nth/year) 
10 May 2000(10.05.00) 



To: 



GILES, Allen, Frank 
AstraZeneca UK Limited 
Global Intellectual Property 
Mereside, Alderley Park 
Macclesfield 
Cheshire SKI 0 4TG 
ROYAUME-UNI 



Applicant's or agent* s file reference 
PHM 70390/WO 



IMPORTANT NOTIFICATION 



International application No. 
PCT/GB99/03071 



International filing date (day/month/year) 

15 September 1999 (15.09.99) 



1. The following indications appeared on record concerning: 

I I the inventor | | the agent 



the applicant 



I I the comnnon representative 



Name and Address 

2ENECA LIMITED 
15 Stanhope Gate 
London W1Y6LN 
United Kingdom 



State of Nationality 
GB 



State of Residence 
GB 



Telephone No. 



3 No. 



Teleprinter No. 



2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
I I the person X the name | | the address | | the nationality 



□ 



the residence 



Name and Address 

ASTRAZENECA UK LIMITED 
15 Stanhope Gate 
London W1Y6LN 
United Kingdom 



State of Nationality 
GB 



State of Residence 
GB 



Telephone No. 



Facsimile No. 



Teleprinter No. 



3. Further observations, if necessary: 

Please note that the change of applicant's name applies also for the agent's address. 



4. A copy of this notification has been sent to: 
[ X I the receiving Office 
I I the International Searching Authority 
[ X I the international Preliminary Examining Authority 



I I the designated Offices concerned 
I X I the elected Offices concerned 
I I other: 



The International Bureau of WlPO 


Authorized officer ^^^^-^ ' 




34, chemin des Colombettes 


Mougamadou ^ 


^VBIDINE ^"""^"^ 


1211 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22)338.83.38 




Form PCT/IB/306 (March 1994) 




003272778 



PCT/GB99/03071 



P>ft|[^T COOPERATION TREATf 

From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 


To: 

Assistant Commissioner for Patents 
United States Patent and Trademark 
Office 
Box PCT 

vvasningion, u.u.zuzoi 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing (day/month/year) 
18 April 2000(18.04.00) 




International application No. 
PCT/GB99/03071 


Applicant's or agent's file reference 
PHM 70390/WO 


International filing date (day/month/year) 

15 September 1999 (15.09.99) 


Priority date (day/month/year) 

19 September 1998 (19.09.98) 


Applicant 

MORTEN, John, Edward, Norris 



1. The designated Office is hereby notified of its election made: 



X in the demand filed with the International Preliminary Examining Authority on: 

17 IVIarcli 2000(17.03.00) 



[ I In a notice effecting later election filed with the International Bureau on: 



2. The election | X | was 

I I was not 

made before the expiration of 1 9 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WlPO 


Authorized officer 




34, chemin des Colombettes 


Olivia RANAIVOJAONA 


1211 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 


Form PCT/lB/331 (July 1992) 


GB9903071 



Copy for the Elected Office (EO/US) 

PAmNT COOPERATION TREAT| 



PCT/GB99/03071 



From the INTERNATIONAL BUREAU 



PCT 



NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule92bis.1 and 
Administrative Instructions, Section 422) 



Date of mailing (day/month/year) 

28 September 2000 (28.09.00) 



Applicant's or agent's file reference 
PHM 70390/WO 



To: 



GILES, Allen, Frank 
AstraZeneca 

Global Intellectual Property 
P.O. Box 272 
Mereslde, Alderley Park 
Macclesfield, Cheshire SK10 4GR 
ROYAUME-UNI 



IMPORTANT NOTIFICATION 



International application No. 
PCT/GB99/03071 



International filing date (day/month/year) 
15 September 1999 (15.09.99) 



1. The following indications appeared on record concerning: 



□ 



the applicant 



□ 



the inventor 



X 



the agent 



□ 



the connmon representative 



Name and Address 

GILES, Allen, Frank 
AstraZeneca UK Limited 
Global Intellectual Property 
Mereside, Alderley Park 
Macclesfield 
Cheshire SK10 4TG 
United Kingdom 


State of Nationality 


State of Residence 


Telephone No. 
01625/516573 


Facsimile No. 

01625/583358 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
1 [ the person the nanne X the address the nationality the residence 


Name and Address 

GILES, Allen, Frank 
AstraZeneca 

Global Intellectual Property 
P.O. Box 272 
Mereside, Alderley Park 
Macclesfield, Cheshire SK10 4GR 
United Kingdom 


State of Nationality 


State of Residence 


Telephone No. 
01625/516573 


Facsimile No. 

01625/583358 


Teleprinter No. 



3. Further observations, if necessary: 



4. A copy of this notification has been sent to: 
I X I the receiving Office 
I I the International Searching Authority 
I X I the International Preliminary Examining Authority 



I [ the designated Offices concerned 
I X| the elected Offices concerned 
I I other: 





Authorized officer 


The International Bureau of WlPO 




34, chemin des Colombettes 


Athlna Nickitas-Etienne 


1211 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 


Form PCT/IB/306 (March 1994) 


003553619 



Copy for the Elected Office (EO/US) 

>)^^||MT COOPERATION TREAT| 



PCT/GB99/03071 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 


To: 

GILES, Allen, Frank 
AstraZeneca 

Global Intellectual Property 
P.O. Box 272 
Mereside, Alderley Park 
Macclesfield, Cheshire SK10 4GR 
ROYAUME-UNI 


Date of mailing (day/month/year) 

28 September 2000 (28.09.0U) 


Applicant's or agent's file reference 
PHIVI 70390/WO 


IMPORTANT NOTIFICATION 


International application No. 

PCT/GB99/03071 


International filing date (day/month/year) 

15 September 1999 (15.09.99) 



1. The following indications appeared on record concerning: 

[ I the inventor | | the agent 



X the applicant 



□ 



the common representative 



Name and Address 

ASTRAZENECA UK LIMITED 
15 Stanhope Gate 
London W1Y 6LN 
United Kingdom 



State of Nationality 
GB 



State of Residence 
GB 



Telephone No. 



Facsimile No. 



Teleprinter No. 



2. The International Bureau hereby notifies the applicant that the following change has been recorded conc erning: 



X the person X the name X the address 


X the nationality X the residence 


Name and Address 

ASTRAZENECA AB 
S-151 85 Sodertalje 
Sweden 


State of Nationality 1 State of Residence 
SE 1 SE 


Telephone No. 


Facsimile No. 


Teleprinter No. 





3. Further observations, if necessary: 



4. A copy of this notification has been sent to: 



[X] the receiving Office Q the designated Offices concerned 

I I the International Searching Authority [x] the elected Offices concerned 

I X| the International Preliminary Examining Authority other: 





Authorized officer 


The International Bureau of WlPO 




34, chemin des Colombettes 


Athina Nickitas-Etienne 


1211 Geneva 20, SwiUerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 


Form PCT/IB/306 (March 1994) 


003553620 



